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ii, do hereby declare and state the following; 



: j. f .) That i have received an Engineer Diploma in Biotechfidfogyr in 1885 from 
fl$:'&iff?p**> School of Biotechnology of the Upper Rhine kejgion, Stasbawg, 
Ffijinjoe.. |n 1988, 1 received a Ph.D, in Molecular Biology at the Institute of. Molecular 
GtW^ittea. at the University of Strasbourg in France. " i : 

v i- ■ ■ I ; 

i ; | 2;) In 1984 I worked for three months at Roche in the laboratory of Or. R. 
Tr&pj. and lrt 1985 I worked nina months at Rhone-Merieux in iyon, France in the 
lao^atofy of Or: G. Chappuls. I have been employed at Trahsgp* SA since 1988 
arftj cttiremty head the Gene Therapy Department at Trartsg|ne SA Enclosed, 
pfjite find a popyof my Curriculum vitae. \ 

: . j; 3> t have read and understood the above-captioned piiteint. application, as 
*W jaerjthe. pending claims of record. I have also read and understood, the latest 
rActioh Issued by the U.S. Patent and Trademark Office oh February 3, 1908. 



It Is m£. understanding that Claims 1 and 3 to 8 were reject* 
1C!3(a):ifis being unpatentable over Rosenfeld et al taken with 
al and Stratfbrt-Perricaudet et al. It is my understanding that 
that the, claims of record were obvious to the skilled scientist 
are combined. 



Under 35 U.SiC. § 
ftussell, Ramshayet 
his rejection means 
When their teachings 



4:): I fiave reviewed the publications of Rosenfeld et aly 
ai.wtd atratford-PerriiBaudet et al that were cited in the abov^-mentioned 
Aotion. : it is my opinion that a skilled scientist would not 
concluiitons as the Examiner has for the following reasons. 



fussed, RamshaW et 
Official 
come to the same 



; S;): First of all, as I understand, the present invention relates to a defective 
aderrovifal vector and an insert containing a nucleic acid secjuence coding fpr a- 
; cytokine." The defective adenoviral vector lacks the trar>sactivdtors E1A, ElBiand 
. the €3 :! cegion of the adenovirus. The defective adenoviral vector can be usejerto. 
treat tabors. Although it . was known prior to the filing of this application Ithat 
cytokine* have been used to treat tumors with some success vii systemic injection, 
side- assets .such as fever, fluid retention and We-threatehing vascular leak 
. syndfoiflfje often resulted due to the high dosage given to -the! patient which jwas = 
needed: to treat the tumors. To solve this problem use of a diffe-ent type of delivery 
systom iwas heoessary: for making the tumor cell a source of (cytokine production 
without severe toxicity. 

. .. j 

&,). Prior to the filing date of the present application, which I understand is 
March j Jft" 1992, many vector systems were available for use to the skilled scierjtrtt. . 
Th* different vector systems available then included vaccinia vims,- pox virus, HUV- 
l, rWP^ai vectors, herpes virus, bacterial vectors, human parovrus vectors such as 
• humart AAV and H1, as well as the mouse vector MVM pi syiithetic vector3.jand 
ader»\^0i| vectors. However, to the best of my knowledge thw* was no prepise 
^wdance given to the skilled scientists to make a particular selection amongjthe 
kndwri vectors to treat cancerous tumors. In fact, among the yaiious known vecltors 
: there mm often problems associated with th ir use. This,] was for example, 
review** In the Rutseil reference, which is discussed below. 



0 / 

;' , i 

:! r" .'• •" ' • ' • .' 

: : 7.) It is my opinion that from th teachings of Russell, a skilled scientist would 

that this reference teaches against using a defective -recombinant vector.due 

to ^problems associated with access by defective vectors to! poorly vascularized 

turgor regions. This is clear from the teachings at page 196, firsi column; 

J '. Moreover, Russell recognizes the need to develop suitable vectors for gene 
cletfviry; and expression, since in 1990 there were problems (associated with the 
vsdtojr systems. However, there is no teaching in Russell corjceming what vector 
systems would in fact work. The only guidance given to the! skilled scientist in 
Ru$sji§f was the recognition that competent viral vectors shoijld be chosen since 
th6y coAjld facilitate infection of a higher proportion of tumor oell^. 

. . : i 

o . ; : !"*)• Ramshaw et ai disclose a variety of vaccine yect6r systems such as. 

PfrWEus, y e o eii i ia vjros , herpes virus, adenovirus or bacteria in Which a nucleic acid 
^ fl*totfiftg. * lyrnphokine is disclosed. The vaccine vector systems described In this 
,p reference are competent and thus viable vectors. The reason jwhy Ramshaw et at 
f! °* vlaWe vectors '* to enhance the immune respdnse to the antigenic 

sj po^iwi&tida that is expressed, which can be a "native" sequence of the 1 host vector 
j\ . itself .• Therefore, the skilled scientist would not use defective vectors to accomplish . 
ry th>:te*phinge of Ramshaw et al. 
D i..,'. 

s - | Moreover, the Examples clearly demonstrate that vacjania virus was the \ 

- ve^ojr of choice. Although Example 4 illustrates a competent adenoviral vector only. 
laekirig;<ha E3 region it appears that this example is a mere afterthought: 

; ; 9 ) It is my understanding that the Examiner has relied jon the teachings of . 
Rd§sei^&ld et al to encourage the use of adenoviral vectors in jwhich the entire 6i 
re^oh oan be removed. More specifically, the Examiner deems that following 
tetcryn? in Rosenfeld would encourage a skilled scientist to dekjte the E1 region: 

; ■ i ' ' ■ 

Most human adults have antibodies to one of the- three serogroup € 
adenoviruses to which Ad5 belongs (5). This implips little risk to those 



working with these vectors but may have negativ^ implications for the 



virus as a gene transfer vector in the human lung: 
encountered alt ration in the vector construct may 



If such problems are 
3e helpful. 



Hflw^var, this paragraph cannot be interpreted as meaning that he E1 region should 
o$ cffeied indeed, this paragraph means that most human ac ults have antibodies 
'Ha^rwviiVBes nanca r»P*ated administration of the adenoviral vector! may 
result fi to* antibodies "Wiling" the administered adenovirus ar d therapy Would not 
b# eflsj^ve. ff this is the case, one would have to alter the vector such that the 
• adtteb^w would not recognize the surface of the virus or the i zapsid. It should be 
hdtetf t^at the £1 region is not within the capsid. 



; : litefedvef , the entire £18 region in the construct, of 
inaifli^ad, as weH as the 3' part of the E1A coding region from 



'■[. k -. Thus, it « my opinion that a skilled scientist would not t* guided to remove 
tha. ^i^ and EiB regions from the teachings of RosenfeJd Yt al. Moreover, this 
retefsnc* relates to defective gene therapy and not to thr« 
dt«cuiwd more extensively under point 1 1 below. 



Rosenfeld et al is 
i36to1540bp. 



tumors which is 



; m Stratford-Perricaudet et al teach the use of defectiv^ adenoviral vectors 
fpra^cOve 'delivery to certain tissues. It is clear to the sfcillid. scientist that this 
puWi^awn. is a; general overview of the promising aspects of uajpg adenoviral vector 
Cjxwfructs for use in certain gene therapies such as OTC and other enzyme 
derficitnsles directed to therapy of genetic diseases, which festores a defective 
function^ vW 



, :• A skilled 1 scientist would not know from reading this reference 
vector can be used to treat cancerous tumors, since Stratford-Pe!moaudet 
repttaement gene therapy. 



11.) .Gancer thrapy Is totally different from therapy that 
ffor example, recombinant cytokines were known to have 



if an adenoviral, 
eta! teach: 



restores a defective 
ja very short hatf-tffe. 



iff vivo resulting in the necessity for continuous infusions or regular injections. The 
same is not true for many replacement therapies. 



: Secondly, local delivery of cytokines, and especially IL-2 had added 
dffflcuhies of access to tumor deposits and is totally inadequate for occult metastic 
disease. This is a different situation from replacement gene therapies where certain 
tissue*. such as the lung lacking a-1 AT, for example, could be targeted. 

• Thirdly, adenoviral vectors were known to be quite immunogenic; i.e.. 
RoSenfeW jet a! recognized this problem. Although this irnmunogenicity may be a 
disadvantage for some gene therapies, it is beneficial for immunotherapy since this 
immurwgenicity will limit the duration of cytokine expression 4nd provide adjacent 
sttmuious for the development of antitumor immunity. 

■ • ( 
In conclusion, it is my opinion that gene therapy to threat tumors is different 
from ganettterapy to correct a deficient gene. Thus, a skilled scientist would; not 
necessary interchange a "delivery system" for gene therapy of genetic diseases and 
cancer therapy without some suggestion or guidance given in the scientific literature 
thai itj is feasible. 

12). I further declare that alt statements made herein of my knowledge are 
true and that all statements made on information and belief ere believed to be true; 
and) further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment,, or both, 
under Section 1001 of Title 18 of the United States Code and that such willful false 
statements may jeopardize the validity of this application or any patent issuing 

: . > 



:f\{itf I^V • 
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